OBJECTIVE: Chorioamnionitis is a clinical diagnosis given during labor based on the presence of fever and other signs of intrauterine infection. Animal studies suggest that maternal exposure to inflammation/infection alters subsequent offspring immune response. In humans, conflicting data exist regarding the long-term consequences of intrauterine exposure to infection for the offspring. This study was aimed to evaluate the long-term pediatric infectious morbidity of children born to mothers diagnosed with chorioamnionitis during labor STUDY DESIGN: A population-based cohort analysis was performed comparing all deliveries of women with and without a diagnosis of chorioamnionitis between 1991-2014 at a single regional tertiary medical center. Offspring hospitalizations up to the age of 18 years involving infectious morbidities were evaluated according to a predefined set of ICD-9 codes, including: respiratory, gastrointestinal and urinary tract infections, pneumonia and bronchiolitis, sepsis, meningitis, otitis and selected viral infections. Kaplan-Meier survival curves were used to compare cumulative hospitalization incidence between the groups, and a Cox proportional hazards model was used to control for confounders RESULTS: During the study period, 238,622 deliveries met the inclusion criteria. Of them, 0.5% (n¼1,303) were among mothers diagnosed with chorioamnionitis. While the total infectious-related hospitalization rate was comparable between the groups (10.8% vs. 10.0%, p¼0.33, Table) , offspring of mothers diagnosed with chorioamnionitis during labor exhibited higher rates of sepsis (0.5% vs. 0.1%, OR¼3.74, 95% CI 1.66-8.41, p<0.01) and meningitis (0.7% vs. 0.3%, OR¼2.27, 95% CI 1.17-4.39, p¼0.01) following the initial postpartum discharge. Likewise, the Kaplan-Meier survival curves showed higher cumulative incidences of sepsis and meningitis in offspring of mothers with chorioamnionitis (Figure 1a and 1b ; log rank<0.01 and log rank¼0.02, respectively). Using a Cox proportional hazards model controlled for maternal age, the association remained significant for both sepsis (adjusted HR¼3.7, 95% CI 1.6-8.4, p <0.01) and meningitis (adjusted HR¼2.2, 95% CI 1.1-4.2, p¼0.02) CONCLUSION: Chorioamnionitis appears to be a risk factor for longterm infectious morbidity of the offspring and specifically sepsis and meningitis ajog.org
OBJECTIVE: Chorioamnionitis is a clinical diagnosis given during labor based on the presence of fever and other signs of intrauterine infection. Animal studies suggest that maternal exposure to inflammation/infection alters subsequent offspring immune response. In humans, conflicting data exist regarding the long-term consequences of intrauterine exposure to infection for the offspring. This study was aimed to evaluate the long-term pediatric infectious morbidity of children born to mothers diagnosed with chorioamnionitis during labor STUDY DESIGN: A population-based cohort analysis was performed comparing all deliveries of women with and without a diagnosis of chorioamnionitis between 1991-2014 at a single regional tertiary medical center. Offspring hospitalizations up to the age of 18 years involving infectious morbidities were evaluated according to a predefined set of ICD-9 codes, including: respiratory, gastrointestinal and urinary tract infections, pneumonia and bronchiolitis, sepsis, meningitis, otitis and selected viral infections. Kaplan-Meier survival curves were used to compare cumulative hospitalization incidence between the groups, and a Cox proportional hazards model was used to control for confounders RESULTS: During the study period, 238,622 deliveries met the inclusion criteria. Of them, 0.5% (n¼1,303) were among mothers diagnosed with chorioamnionitis. While the total infectious-related hospitalization rate was comparable between the groups (10.8% vs. 10.0%, p¼0.33, Table) , offspring of mothers diagnosed with chorioamnionitis during labor exhibited higher rates of sepsis (0.5% vs. 0.1%, OR¼3.74, 95% CI 1.66-8.41, p<0.01) and meningitis (0.7% vs. 0.3%, OR¼2.27, 95% CI 1.17-4.39, p¼0.01) following the initial postpartum discharge. Likewise, the Kaplan-Meier survival curves showed higher cumulative incidences of sepsis and meningitis in offspring of mothers with chorioamnionitis (Figure 1a and 1b; log rank<0.01 and log rank¼0.02, respectively). Using a Cox proportional hazards model controlled for maternal age, the association remained significant for both sepsis (adjusted HR¼3.7, 95% CI 1.6-8.4, p <0.01) and meningitis (adjusted HR¼2.2, 95% CI 1.1-4.2, p¼0.02) CONCLUSION: Chorioamnionitis appears to be a risk factor for longterm infectious morbidity of the offspring and specifically sepsis and meningitis OBJECTIVE: Recent evidence has demonstrated that babies born with congenital Zika syndrome (CZS) can test negative due to prenatal clearance of the virus. Conversely, among latter 2 nd and 3 rd trimester exposures, clinical evidence of CZS may not appear until after deliver. This is modeled in mice, where we have previously demonstrated only 4% of the offspring of ZIKV inoculated dams are positive for ZIKV despite widespread postnatal growth restriction. We therefore hypothesized that mice of these pregnancies would show lasting changes to regulatory genes of innate immunity such as interferon stimulated genes as evidence of the longer term effects of congenital ZIKV exposure and clearance. STUDY DESIGN: Timed, pregnant Swiss-Webster mice immunosuppressed with anti-interferon alpha receptor were inoculated with ZIKV HN16 or control on embryonic day 8 (e8). Brain tissue of offspring was assessed at either postnatal day 1 (P1) or 6 weeks of age for the following interferon stimulated gene expression: Isg15, Ifitm3, Oas1b, SOCS1, or SOCS3. PCR was performed via gel electrophoresis as well as qPCR via SYBR Green using the delta delta CT methodology. RESULTS: Mice in the mid-gestation ZIKV infected group had significantly higher rates of growth restriction compared to control ( Figure  1A ) (p¼0.007). Within 12 ZIKV-exposed offspring brain tissue, there was decreased expression of Oas1b at birth (P1) by 22.4% (p¼0.003) and SOCS1 appeared to be upregulated by 38% (p¼0.055) compared to control ( Figure 1B) . However, at 6 weeks of age, Ifitm3 expression was 33.6% increased compared to control (p¼0.029), Oas1b was trending upwards by 42% (p¼0.094) and SOCS3 by 45% (p¼0.057) but did not reach significance ( Figure 1C) . CONCLUSION: We have shown, for the first time, the persistence of dysregulation of interferon stimulated genes gene expression among congenital ZIKV-exposed, but not affected, offspring through adolescence in a murine model. IFN gene regulation changes preceded the development of clinically evident disease. Given that these same gene changes are known to be persistently altered in other congenital viral syndromes with neuropathology (i.e., HIV), these findings suggest that ISGs are active throughout development and into adolescence. We speculate that our findings may signal that ZIKV exposure during gestation, even in the absence of CZS, may have lasting neuropathic effects among offspring. OBJECTIVE: When accompanied by stagnant and contaminated water, major flooding can lead to an increase in incidence or severity of infectious morbidities. Our objective was to evaluate the rate of maternal and neonatal infections prior to and after Hurricane Harvey. STUDY DESIGN: Data was abstracted from our Perinatal research database (PeriBank). All singleton pregnancies with recorded delivery date were included. Deliveries prior to August 25, 2017 were included in the "Pre-Harvey" group, and compared with those occurring up to 308 days (44 weeks) comprised the "Post-Harvey" group. The diagnosis of "infection" was abstracted from antenatal, intrapartum and postnatal data. Specifically, infection was defined as a documented occurrence of a urinary tract infection, herpetic lesion, chlamydia, gonorrhea, trichomoniasis, Hepatitis B/C, chorioamnionitis, skin infections, and pneumonia. In addition, there is allowance for provider stipulated "other infection" by free-text. Odds ratios were corrected for possible confounders as identified by univariate analysis. Neonatal outcomes were adjusted for infant sex and GA at delivery. To evaluate changes in the rate of these outcomes over time, the cohort was grouped into mutually exclusive 3-month intervals and the timetrend was graphed in a moving window analysis. RESULTS: "Pre-Harvey" subjects were more likely to be nulliparous, have lower BMI, have a high school education, have higher household income and private insurance as method of payment but were less likely to be married or be Hispanic or African American. The overall rate of infections that were diagnosed antenatally, intrapartum and postnatally remained similar before and after the Hurricane (table). Even after correcting for possible confounders, the rate of skin infections and URI infections diagnosed during the patient's intrapartum course did increase significantly after Hurricane Harvey. Time-trend analysis revealed that the rate of skin infections diagnosed intrapartum was not predicted by fluctuations over time (R 2 ¼ 0.0771, p ¼ 0.16); however URI infections diagnosed intrapartum were correlated with variation over time but significantly increased coincident with Hurricane Harvey (R 2 ¼ 0.2167, p ¼ 0.01) (Figure) .
